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WE CLAIM : 

\,/ A method of detecting a target gene having restricted^ 
^pression in a eucaryotic organism, which comprise; 
steps of : 

(i) transforming a eucaryotic (z^^^kr with a DNA 
sequence encoding a first indicat^jip-'^component under the 
control of a promoter having rp^^ricted expression; 

(ii) transforming th^-^^11 of (i) or a descendent of 
the cell by operably^^xfritegrat ing into the cell's genome, 
DNA lacking a prdmoter but which comprises a sequence 
encoding a secpnd indicator component; 

{i±i)y^ producing tissue or specialized cells from 

the cell/of (ii) ; and 

.v) monitoring the tissue or specialized cells of 
(iiv/ for a detectable indicator resulting from both the 
fiT^t and second indicator components. 



2 . The method 
20 ES cell. 

-v. 




wherein the eucaryotic cell is an 



The method >/6f claims 1 ^nd 2 - wherein the first and 
second indicator components are inactive fragments or 
subunits of ' an enzyme which, when combined, provide an 
25 active enzyme detectable by its activity. 



30 



The method of claim 1 e^? — 2- wherein the first and 
second indicator components are independently detectable or 
selectable, and the detectable indicator is the presence of 
both indicator components in a cell. 



^ The method of claim 1 — 2- wherein the first and 

^ second indicator components react in a sequence of 
reactions which result in a detectable indicator. 
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The method o f ^-arty-^ ne — o f — c±^rrTTrs=^-3r--5- which conr 
additional 



6 . 
the 

eucaryotic ce 



s 

step of isola^ting_-DNA — enaSgenous to the 
anks integrated DNA comprising the 



:ond indicator component 



10 



7. A method of producing an eucaryotic organij 
comprising a detectable indicator associated witii-.-ar^arget 
gene having restricted expression, compri-s-drrlgsteps (i) and 
(i.i) of claim 1 to product a\ tr§j3^:formed cell, followed by 
the step of growing ajL^-'-'^^IcaLrYOtic organism from said 
transformed cell 



method of claim 7 wherein the eucaryotic organism 
a non-human mammal and the transformed ^ell is an ES 
15 /cell. 

A DNA construct comprising, in a 5' to 3 ' dlT ^szXr^r^vxT 
a splice acceptor and a____seijii©^iee — Encoding an inactive 
subunit or fragjae^rt of an enzyme, wherein said subunit or 
20 f ragme-mT'Tis active when combined with a further subunit or 
fragment of an enzyme. 
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10, The DNA constiruct of claim 9 wherein the sec 
encodes an alpha or omega S<r^gment of _fi^:.ga-taS^sidase 



11 , 



an 



o r 10 further comprising 
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The combination of: 

(i) a DNA construct for integration intQ...-£rfte — genome 
of an eucaryotic cell comprising — a Sequence encoding a 
first indicator comportenreunder the control of a promoter 
having restricii^dexpression; and 

(ii^-^'^DNA construct for integration into the genome 
op^ eucaryotic cell, comprising in the 5' to 3' direction, 
a splice acceptor and a sequence encoding a second 
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indicator component and an ogtj^^nal — XRES — 
wherein expres£i^iii---oir iDoth the first and second indicator 
compofiencs in said cell is detectable. 



13. A piiraryotic cells transX orm ed by the nnm b ination - e ^ 
DN^--GefTSirTucts of claim 12 



14 . The cell of clai 




which is an ES cell 



